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REMARKS 
Specification Amendment 

The paragraph of the specification at page 28, lines 5-16, has been amended to correct 
what appears to be a misspelling (or a less preferred spelling) of the word "tetratocarcinoma" 
to -teratocarcinoma— . The basis and reason for this amendment is explained further below. 

Claim Status 

No amendments are made to the claims herein. The claims are presented above for 
convenience of reference, and incorporate all of the amendments previously made in this 
application. 

Claims 7-9, 13 and 18-22 are presently pending in this application. Claims 7-9, 13 
and 18-21 are allowed, and only claim 22 currently stands rejected. 

Claim Rejections - 35 USC § 112 

Claim 22 is rejected under 35 U.S.C. 1 12, first and second paragraphs, as failing to 
comply with the written description requirement, and as being vague and indefinite. 
Specifically, the Examiner asserts that the medical condition "teratocarcinoma" in the list of 
diseases or medical conditions of claim 22 is not described in the specification, and is vague 
and indefinite in that it is not known what is meant by the medical condition teratocarcinoma. 
These grounds for rejection are believed to have been overcome by the above amendment to 
the specification and the following considerations. 

Method claims 18-22 were added by the Amendment filed October 15, 2002, and 
support for these claims is discussed in the Remarks portion of that Amendment at pages 24- 
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26, including support from page 28 of the specification. While trying to figure out the basis 
for this rejection by the Examiner, the undersigned noted that the specification at page 28, 
line 15, recited "tetratocarcinoma" rather than "teratocarcinoma" as recited in claim 22, and 
it is understood that this difference in spelling is the basis for this ground for rejection. On 
further investigation, it is believed that the "tetratocarcinoma" spelling originated from text at 
page 10 of European Patent Application EP 696593, which is discussed in the present 
specification at page 2, lines 3-6. While this spelling has been carried through to a small 
number of patent and literature references, by far the predominant spelling in the patent and 
published literature is "teratocarcinoma," which was used in claim 22. In fact, the terms 
appear to be used interchangeably in an abstract from the journal "Cancer Research," a copy 
of which is attached. Moreover, Stedman's Medical Dictionary defines the term 
"teratocarcinoma" (a copy of which is also attached), but does not define the term 
"tetratocarcinoma." Accordingly, it is believe that the spelling in claim 22 is preferred, and 
the specification at page 28 has been corrected accordingly. 

This ground for rejection of claim 22 is therefore believed to have been overcome. 

Specification 

The Amendment filed February 17, 1999 is objected to as introducing new matter into 
the disclosure. Specifically, the Examiner points to the amended structure on page 64, line 1, 
and requests that applicants provide clear support for the amendment to the structure. 

For convenience of reference, the February 17, 1999 amendment to the specification 
at page 64 is depicted below, using the redline/strikeout format mandated by the rules in 
effect today: 
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Compound R 1 



Position of R 1 R 2 
on phenyl 



Position of R 2 
containing 
substituent on 
phenyl 
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48 
49 
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Ph- 

PhCH 2 - 

PhCH 2 CH 2 - 

4-F-PhCH 2 CH 2 

PhCH 2 CH 2 - 

4-F-PhCH 2 CH 2 - 



4 
4 
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3 
4 
3 



Me 

Me 

Me 

Me 

H 

H 



3 
3 
3 
4 
3 
4 
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This ground for rejection is respectfully traversed, since both the existence of the 
error in the original structure of Example 12, and the nature of the needed correction, would 
have been readily discernable to persons skilled in this art for the reasons detailed below. 

First of all, it would be immediately apparent to a skilled person that the original 
structure of Example 12 at the top of page 64 is in error, since it depicts a specific compound, 
whereas the related table that follows refers to a generic structure having variables R 1 and R 2 , 
and their respective positions on the phenyl ring. 

To reconcile this clearly apparent discrepancy between the table and actual structure 
shown, the skilled person would naturally seek to determine what the generic structure 
should be. There are two conceivable approaches by which this may be done using the 
information provided in Example 12, and both approaches lead to the corrected structure that 
was submitted by the February 17, 1999 Amendment, which corrected structure was also 
submitted and accepted during the International phase of this application. These two possible 
approaches are as follows: 

(1) The NMR data for each of compounds 47 though to 52 is set out at page 64, line 
1 1, to page 65, line 30, of the originally filed application. A person skilled in the art will be 
able to determine the structures of these compounds 47 to 52 using this data. The structures 
concerned are as follows: 
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Comparing the structures of these compounds with the information in the table, it is clear 
what the intended R 1 and R 2 designations should be. This comparison also makes clear that 
the heading of the last column of the table should read "Position of R 2 containing substituent 
on phenyl" 

(2) This same correct generic structure could also be determined by the skilled person 
by means of the description of the making of compound 50. Example 12 describes the 
synthesis of compound 50, which is one of the compounds listed in the table. It is stated at 



l-WA/2296894.1 



ATTORNEY DOCKET NO. : 056291-5130 
U.S. Serial No. 09/242,461 
Page 13 

page 64, lines 8 to 10, that compound 50 was prepared by deprotecting compound 46. At 
page 66, lines 2 to 3, it is stated that compound 46 is prepared by reacting compound 9 with 
the "appropriate aniline." The "appropriate aniline" used for preparing compound 46 and its 
synthesis are described at page 66, lines 21 to 28. Following this synthesis through the 
specification disclosure provides the reaction scheme shown below. Thus, the actual structure 
of compound 50 would be readily discernable to a person skilled in this art from the process 
described for its making in Example 12: 
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Preparation of Compound 50 




Compound 60 



Hydrolysis 
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Comparing this structure with the structure shown in originally filed Example 12, and 
the information provided in the table below the structure in Example 12, will again leave the 
skilled person in no doubt that the R 1 group is the 4-fluorophenethyl group of compound 50 
and the benzyl group of the structure shown in originally filed Example 12. It is also clear 
that this group may be in either the 3- or 4- position of the phenyl ring (with the 
3-mercaptopyrrolidin-2-ylmethylamino group occupying the 1 -position). 

In addition, it will also be clear that the R 2 is the methyl ester group. This is apparent 
from the NMR data, which shows that the methyl ester group of compound 50 is lost when 
compound 50 is converted to the equivalent acid, compound 52 (in which R 2 = H) as 
described at page 64, lines 7 to 8. 

It is therefore respectfully submitted that it would be immediately apparent to a 
person skilled in the art that the specific structure originally included in Example 12 should 
instead be a generic structure with the variables R l and R 2 , and it would further be apparent 
to such person, by either approach outlined above, that the generic structure should be the 
structure that was substituted by the February 17, 1999 Amendment. Since both the existence 
of the error, and the manner in which it should be corrected would have been readily 
discernable by the skilled person, the substitution of the correct structure by the February 17, 
1999 Amendment does not add new matter to the original disclosure. This ground for 
rejection should therefore be withdrawn. 

Conclusion 

All of the new grounds for rejection have been addressed by the foregoing 
amendment and remarks, and are believed to have been overcome. Therefore, all claims are 
now in condition for allowance, and a notice to that effect is respectfully requested. 
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EXCEPT for issue fees payable under 37 C.F.R. § 1.18, the Director is hereby 
authorized by this paper to charge any additional fees during the entire pendency of this 
application including fees due under 37 C.F.R. §§ 1.16 and 1.17 which may be required, 
including any required extension of time fees, or credit any overpayment to Deposit 
Account 50-0310. This paragraph is intended to be a CONSTRUCTIVE PETITION FOR 
EXTENSION OF TIME in accordance with 37 C.F.R J>-4J36(a)(3). 



Date: November 18, 2004 

Morgan Lewis & Bockius LLP 

Customer No. 09629 

1111 Pennsylvania Avenue, N.W, 

Washington, D.C. 20004 

Tel. No.: 202-739-3000 

DJB:mk 



By: 




Fax No.: (202)739-: 
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The multipotential stem cell of the murine tetratocarcinoma, embryonal carcinoma (EC), is capable of 

differentiation in vivo and in vitro to nonneoplastic progeny. Undifferentiated EC cells, spontaneously 

differentiating tetratocarcinoma cells, and differentiated cells derived from EC cells were analyzed for 

DNA content and chromosome number distributions. Flow microfluorometric and fluorescence 

cytophotometric analysis of DNA content showed that EC cells had a characteristic diploid (2c) 

distribution, whereas several differentiated cell lines derived from EC cells had 4c DNA distributions. 

The tetraploid cell populations studied were capable of cell division but had restricted differentiative 

potential and were either of low tumorigenicity or non-tumorigenic. In vivo teratocarcinomas, comprised 

of both EC cells and differentiated cell types, contained diploid and tetraploid populations. 

Chromosomally, EC cells were neardiploid (39 chromosomes) and differentiated cells were near- 

tetraploid (62 to 76 chromosomes). The teratocarcinoma provides a model for studying the basic 

mechanisms that control the growth dynamics of the rapidly and slowly proliferating cell populations 
present in many tumors. 
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